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Becloiili^asoiie Dipropionate 

o 




C2BH37CIO7 S21.0S 

pregna-i,4^&&e-3^0<lioiie» 9-chIor9-n-liydroxy-l6-aicihy]- 

It.zl-toCl-oxopiopoxyh (11^.160)-. 
9.Cbloro-l L7p2]-trlhydroKy-1 6^-zDetbylpregna-l,4-diene-3,20^ 

djooe l7,21'41propionat)e [55^4-Q$M]. 
Monohydrate 539.07. 

p Beclomethasone Dipropionate is anhydroas or 
contains out molecule of water of hydration* II con- 
tains not less than 97.0 percent and not more flian 
103,0 percent of C2gH37C107, calculated on the dn^ 

basis. 

Packaging Hnd atoraee — Preserve in well<loscd contaiiieis. 
USF Reference standards (11) — VSP Meclomeihasone Dipro- 
piancie RS, USP Testosterone Propionate JZS. 
UeutlAcAnon^ Infrared Absolution (197M). 
Specific rotallott <78lS>: benvecD +88"* and +94°. 

Test solution: 10 tng per mL, in dioxane. 
Losa on drying (73 1 ) — ^Dry it at \QS^ for 3 boiin: the atiliydcdUA 
form Iqbcs not more than 0.5% of Its weight; the monohydrate 
fonn loscfl between 2.H% and 3.8^ of its weight. 
Residue on IgnltlfM! (281)! not more than 0.1%, 
Assay — 

MohilA solvent — Prepare a suicahle degassed flolution of 3 vol- 
umes of aeetonitrile in 2 volumes of water, such that the retention 
time of beclomBthafione dipropionate is approximately 6 minutefi 
and that of testae fcerone propionate approuumatcly 10 minute;. 

Internal standard sowiofv^Y>isso\yc a suitable quantity of 
USP Testosterone Propionnle RS, aooiurauly weighed, in laeih- 
onot to obtain a solution having a .concentration of about 1 .2 mg 
per niL. 

Standard preparation— J^soive a suitable q^uanlily of. USP 
Bcdometha&one Dipropionate RS, accurately weighed, in mclb- 
anol to obtain a solution having a coneentTation of about 1 .4 mg 
per ml-. TraDsfer 4.0 mL of this solution to a suitable vial, 
add 4.0 toL of Internal standard soluttoriy to obtain a sohition 
having a Icnowji conccntradon of about 0,7 mg per mL with r&- 
«peci to the Reforencc Standard and 0.0 mg per mL with respect 
^ the internal standard. 

^tay praparofion — ^Wci^ accurately about 70 mg of Boc- 
wtneihasonc Dipropionate, transfer to a So-mL volumetric flask, 
jnjute with methanol to volume, and mix. Transfer 4.0.inL of 
"iii soluUon to a suiiable vial, and add 4.0 mL of Inxemat stan- 
ttard solution, 

j^^^^ure^JntTodiicc equal volumes (between 5 fxL and 25 
a W Assay preparation and the Standard preparaiim into 
? j!j?(*"^rfo''mancc liquid chromatograph (sec Chrommttgrtiphy 
^^'» operated at room lemperarore, by means of a suitable 
microsynngc or flamphng valve, adjusting the specimen size and 
Tnt '^'p^ratbg paramBterB such that the peak obtained with the 
r?.i£™» **^«iarn in the Standard preparation is about 0.6 to 0.9 
"">^icalc. Typically, the apparatus is fitted with a 4-inm X 30- 
^coiumn packed with packing LI and is equipped with an 
asS^lki ^ detector capable of monitoring absorption ai 254 nm, 
prMi '^^"'O'j and a pump capable of operating at a column 
l^^' of up to 3500 p5i. In a suitable chixunatogram, the 
dard l ^^riation for five replicate iiu'octionB of the Stat^ 
iti m/''*? ^ Calculate the quantity, 

PiorS. , 5'*'*^37^^7 in the portion of Bedomethasone Oipro- 
P«natB taken by the formula: 
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' in which C ia the concentration.! in mg per mL, of USP Beelo 
methasone Dipropionate RS in the Standard preparation, and 
Fo and ore the peak height mdos of bedome&asono dipnv 
pionate to the iniciiial standard^ at equivalent reteation times, 
obtained irom the Assay pr^araSion and Uie Standard prepa^' 
rattan^ raipeotively. ' 



BeUadonna Extract 

Belladonna Extract contains, in each 100 g, not 
less than 1.15 g and not more than 1.35 g of the 
alkaloids of belladonna leaf. 

Pill^lar Belladonna Extract 

Prepare tlie extract by percolating 1000 g of Bel- 
ladonna Leaf, using a mixture of 3 volumes of alcohol 
and 1 volume of water as the menstruum. Macerate 
the drug for 16 hours, and then percolate it at a 
moderate rate. Evaporate the percolate under re- 
duced pressure and at a temperature not exceeding 
60** to a pilular oonsistency^i and adjust the remaining 
extract, after assaying, by tfilulion with liquid glucose 
so that the finished Extract will contain, m eadi 100 
g, L25 g of the alkaloids of belladonna leaf. 

Powdered Belladonna Extract 

Prepare the extract by piexcolating 1000 g of Bel^ 
ladoniia Leaf, using alcohol as the menstruum. Mac* 
erate;the drug for 16 hours, and then percolate it 
slowly. Evaporate the percolate under reduced, pres- 
sure and at a temperature not exceeding 60"* to a soft 
extract, add 50 g of dry starchj and continue the 
evaporation, at the same temperature, until the prod- 
uct is dry. Powder the residue. The extract may be 
deprived of its fat by treating either the soft extract 
first pbtainedf or the dnr and powdered extract, as 
directed under Extracts (see Phanrtaceutictsl Dosage 
Forrns < 1 1 5 1 )). Assay the powdered residue, and add 
sufficient starch, previously dried at 100°, to obtain 
a finished Ejctract containing 1.25 g of the alkaloids 
of belladonna leaf in each 100 g. Mix the powders, 
and pass the Extract through a fine sieve. 

Packaeing and storage— Preserve in tight containers, at a lem- 
peratore not ezeeeding 30**. 

USP Reference siBiidsrds (11) — USP Atropine Sulfate. JiS. VSP 
Homatropine Sydrobramlde RS, VSP Scopolamine Hydrobro^ 
mide US. 



pH9,S phosphate buffer — Dissolve 34.8 g of ditiadic potassium 
phosphate in 900 mL of water, and adjust to a pH of 9.5, de^ 
tcrrmned electrometrieallyp b/ the addition of 3 /V hydroehlotic 
acid or sodium hydnudde, with mixing. 

Internal standard solulionr^iUolvc about 40 mg of USP Mc^^ 
m'atropine Hydrtsbromide RS, accurately weighed, in about 25 
mL of dilute sulfuric acid (1 in 350) In a 50-mL volumetric flask, 
add the same dilute acid to volume, and mix. Prepare fr'csh on 
the day of use. 

Standard preparatiott-^tBsoive about 10 mg of USP Sco- 
polamine Hydrooromide RS, accurately weighed^ in about 5 mL 
of dilute sulfuric add (1 in 3S0),in a lO^mL volnmctrlc flask, 
add the same dilnte acid to volume, and mix {Solution A), Dis- 
serve about 20 mg of USP Atropine Sulfate RS, accurately 
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weighed, in about 2^ mL of dilute sulfuric acid (1 in 350) in a 
SO-mL volumetric fUslc, add 2.0 mL of Solution and mix. 
Add dilute sulfuric acid (1 ia 350) to volumsp and mix. Pr«paxe 
fresh ofl the day of use. 

ExsraetioH Flace about 10 mL of dilute fiulfUfio aoid 

(1 in 350) in b 60-mL separator. Proceed afi direoted under A^oy 
preparation^ beginning with 'nben add 15 mL of chloroform.^' 
The blank ohromatogram contains jio significant interferences at 
the locus of atrapinoi scopolamine, or homatropine. 

Assay preparation — ^Wcigh accurately about 0^ g of Extract, 
transfer lo a 125^mL conical flask, and add 40 mL of dilute 
sulfuric acid (1 in 350). Heat to a temperature sot above 45°. 
and stir to hasten solution. Filter the Aoiution through filter paper 
inio a lOOrtnL vohunotric flask. Wash the flask ft«d the ^er 
with two 20-mL portions of wanned dilute sulAirlc acid (i in 
, 350), and eoUoct the washings in the lOO-mL volumetric flask: 
Add dihite sulfuric noid (1 in 350) to volume, and mix. 

Pipet 10 mL of this solution into a 50-mL separator. To the 
separator add 1.0 mL of Intemai standard solution^ then add 15 
i^L of chlorafonn, 3hake vigoreualy, allow the layers to sepaiate, 
and discard the ehlorofonn lay^. (If emulsions are formed, a 
mixed solveni consisting of chJorofonn and isopxopy] alcohol 
(10; 3) may be substituted for chlorofoou throughout the ex- 
traction ]>roeedurc.) Add another 15 mL of cbloh>fonB, and ex- 
tract again, discarding the dbloroform phufie. Add 15 mL of pH 
9.5 phosphate buffer and sufGcicnt 1 N sodium hydroxide to 
yield a final pH between 9.0 and 9.5. Add 15 mL of chloroform, 
shake vigorously, and allow the la/cis to separate. Filter the 
organic phase through 10 g of anhydrous sodium sulfate (see 
Suitability for alkaloid assays under Sodium Sulfate^ Anky* 
drous, in the section iUagents^ IndUustors^ and Sotuiiarts)^ pre- 
viously washed witb ohlorofonn and supported in .a fannel whh 
a small pledget of glass wodU into a suimblo container. Extract 
again with two 15-mL ponlons of chloroform, 'again ooUocting 
the clfirilied orflanic phase. Wash the sodium sulfate and the tip 
of the funnel urjth 5 mL of chloroform, Evaporate the eombined 
organle phases under reduced preanire. at a temperature below 
45 , add 1 mL of chloroform, aiid mix to dissolve the alkaloids, 
taking care to wet the sides of the conteiner. . 

Standard crurv^^Preparc throd Standard soluHonr as follows; 
Pipet into three sap&rate 60smL separators L0-, 2.0-| and 3.0-mL 
portions* respectively, of Standard preparation, and add 9.0, 8.0. 
and 7.0 mL. reemectively* of dilute' sulfuric acid (I in 350). ?jo- 
ceed as directed under Assay preparation^ begEiming wxih '^add 
1.0 mL of Internal standard solution,^ 

Chromatographfc system — Under Cypioal eondition, the in* 
strument contains a 1.2^ X 4-fflm glass ooLomn packed with 3 
percent G3 on S 1 aB. The column may be cured and conditioned 
as specified under Gas Chromatography (see Chromatography 
(621)). The column is maintain^ at a temperature of about 
215'', and the infecdon port and detector block at about 240**, 
and dry bcUum £5 used as a carrier gas at a flow rate of about 
65 mL per minute. 

System smiabilUy — Chromatograph six to ten injections of the 
solution, and reeord peak areas oa directed under Procedure, The 
analytical system is suitable for conducting tUs ass^ if Che rel- 
ative standard deviation for the ratio, calculated by the for- 
mula: 

100 X (standard deviation/naean ratio), 

does not exeeed 2.0%; the resolution, -R, between and Is 
not less than 3; and the tailing factor (the sum of the dlstancBs 
from peak center to the leading edge and to the tailing edge 
divided by twice the distance from peak center to the leading 
edge), measured at 5% of the peak height of d^ does not exceed 
2.0. 

Procedure — Inject a portion (about 5 ^) of each Standard 
solution into a suitable gas chroibaiograph equipped with aflame- 
ionlzation detector. Measure the areas, Ojt, ag, and of the 
atropine, homatroplnep and scopolamine peaks, respectively in 
each chromaiogmm, and e&lculate the ratios and As by 'the 

a^/off and Os/ag. 

Plot the Standard curves of the values of Ra and Rs against the 
amounts, in mg, of atropine and scopolamine In the solutions. 



«4 M B^UiMWl. . 



VSP23 

aie ratio of the molecular wei^ of atropine to tliat of anhy. 
.US atropine sulfate is 0.8551, and the ratio of the molecular 
weight of scopolamine tp that of anhydrous scopolamine hydnw 
bromide is 0,7894i) Ifljcct a portion of the Assay preparation 
into the chromatograph, obtam the chromatogram area ratiog 
measure the peak areas, and ealeulate Uie area ratios, as with 
the Sian4<^a solutions. Record from the Standard curve the 
quantities, in mg, of atropine and scopolamine tn the volume of 
specimen taken. Add the quantity, in mg, of atropine and aco. 
polamine, and multiply by 10 to obtain the weight, io mfi. of 
alkaloids in the portion of Extract taken. 



Belladoima Extract Tablets 

i» Belladonna Extract Tablets coatain not kss than 
90,0 percent and not more than 110,0 percent of the 
labeled amount of the alkaloids of beliadonna leaf. 



Pa cifaiging and 
tainerB. 



storagep-Prcaerve in tight, light-resistant 



U5P Reference standards < 1 1 ) — USP Atropine Sulfate RS, USF 
Homatropine Hydrobromide JRS, USF Scopolamine. Sydrohro- 
mtaeHS. 

IdenlifioatioD— Macerate a quantity of powdered Tablets, equiv- 
alent to about 5 mg of the alk^oios of beDadonna extract, with 
20 mL of water, and transfer to a separator Reader the solution 
alkaline with 6 ^ammonium hydroxide, and excmet thealkaloida 
with 50 mL of chloroform- Futer the ehlorofonn. lay;^, divide h 
into two equal, portions; and cvzipotate to dryness: the residue 
responds to the followiog testsl. 
A: To one portion of the dry residue add 2 drops of nitric 




with shaking, until a dcRnite precipitate separates* Slowly heat 
until the precipitate dissolves, and allow the s^ution to cooL a 
lusterless preopitate is produced. 
Disintegntion (701): 30 minutes. 

Unifonnity of dosage onits (905); meet the requirements. 
Assay — 

Internal standard solution^ Standard preparation, Extraction 
blankj Standard eur)fe^ 'Chromato^aphic system^ and Systetn 
suitabilit y P ro e e u d as directed in the Assay under Belladonno 
Extract, 

Assay preparation — Weigh and finely powder not less than 20 
Tablets. Transfer an accurately wdghed portion of the powder, 

Suivalcnt to about 600 ^ of atropine and scopolamine^ to a 60- 
L separate, add 10.0 mL of dilute sulfuric acid (1 in 350), 
and Sonicate to dissolve as much as possible of the specimea. 
Ptoceed as directed for'-Auory preparation in the Assay under 
Belladonna Leaf beginning with "add 1.0 mL oS Internal statt- ! 
dard solution.^' \ 
Procedure-^Vfoceed afi directed for Procedure in the Assay i 
under Belladonna Extract, Record from the Standard curves [ 
the quantitieBi.in mg, of atropine and scopolamine in the weight 
of specimen taken- 



Belladonna Leaf 

♦ " '« ' * * J 

» Belladonna Leaf; consists of the dried leaf andi 
flowering or fruiting: top of Atropa belladonna LiflH^j 
or of its variety sscuWtinata Royle ex Lindley (FaiaJ 
Solanaceae), Belladonna Leaf yields not lass thaflj 
0.35 percent of the allcaloids of belladonna leaf. 
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